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Summary (250 words maximum)




	Pain is common at all stages in Parkinson’s disease, even as a premotor manifestation.
	It is heterogeneous and falls under nociceptive, neuropathic, and miscellaneous sources.
	Nigral and extra-nigral pathology may contribute to abnormal information processing in medial and lateral pain systems.
	Dopamine deficit lowers multimodal pain thresholds that may be corrected following levodopa dosing.









Patients living with Parkinson’s disease (PD) can literally suffer from the condition. Long before the advent of levodopa, various pain manifestations, dysesthesias, and cramps had been described in one-half of patients (Sigwald and Solignac, 1960). Pain was recognized long ago as a possible premotor symptom, and its intensity could be severe enough to become the chief complaint. The pre-levodopa literature suggested that pain may be revealed or aggravated by therapeutics. In the last 30 years, increased awareness of pain as a nonmotor symptom in a large fraction of PD patients with levodopa-related fluctuations has generated an extensive body of research into the causative mechanisms and management strategies. Nonetheless, the mechanisms of abnormal nociceptive processing and modulation by supraspinal mechanisms, as well as the influence of levodopa replacement therapy, remain unclear. The pain threshold, brain network of regional changes associated with pain in PD, and relationship of pain with depression, sleep deprivation, and quality of life, have been examined. Pain in PD may be difficult to treat and may require an interdisciplinary approach for proper management and wise prescription of analgesic drugs.

Prevalence and types of chronic pain

Chronic pain is prevalent with age in the general population, but figures vary according to the criteria used for duration and level of pain intensity. Moderate to severe pain lasting at least 6 months is reported by 19% of the general population (Breivik et al., 2006), but more inclusive criteria raise the prevalence rates up to 40% (Verhaak et al., 1998), further doubling amongst nursing home residents (Fox et al., 1999). Pain is highly heterogeneous in the PD population, and many syndromes have been delineated (Ford, 1998; Wasner and Deuschl, 2012). The reliance on clinical judgment alone, lack of standardized tools to determine whether or not a given pain source is considered a feature of PD, and disparity in pain descriptions, have complicated the subclassification of pain as directly related (caused by PD only), indirectly related (aggravated by PD), or unrelated (attributed to any other health problem) to PD (Lee et al., 2006; Nègre-Pagès et al., 2008) (Table 1).
Pain in PD has been assessed by different methods, including home-made surveys, clinical interview and evaluation, Short Form McGill Pain Questionnaire, Leeds Assessment of Neuropathic Symptoms and Signs, Brief Pain Inventory, the body pain items of the 36-Item Short Form (SF-36) Health Survey, and the pain item of the Non-Motor Symptoms Scale (Chaudhuri et al., 2007). Recently, the specific King’s PD Pain Scale (KPPS) was validated to assess pain (Chaudhuri et al., 2015). Fourteen items in 7 domains encompass recognized categories of pain in PD, including musculoskeletal pain, chronic body pain (central or visceral), fluctuation-related pain, dyskinetic-dystonic pain, nocturnal pain (linked to immobility or restless legs), oro-facial pain, discolouration/oedema/swelling, and radicular pain. This classification falls into the broad nociceptive, neuropathic, and miscellaneous sources of chronic pain in PD proposed by others (Wasner and Deuschl, 2012), but does not allow a physiopathological classification of pain. The Movement Disorder Society’s review in pain rating scale in PD does not recommend this scale for syndromic classification and suggests it only (Perez Lloret et al., 2016).
Since Souques (1921), central parkinsonian pain has been accepted as a separate entity. The following criteria have been applied (Ford, 1998): emergence of pain before the onset of motor symptoms; first appearance of pain on the side the motor symptoms appeared; unexplained abdominal or genital pain; pain unexplained by other causes, either related or unrelated to PD (arthritis, musculoskeletal or dystonic pain). Its prevalence is estimated between 4.5% and 22% of cases (Defazio et al., 2008; Valkovic et al., 2015; Buhmann et al., 2017). Other unusual and uncommon pain descriptions involving the oral area have also been thought to have a central origin (Ford et al., 1996). Central Parkinsonian pain is probably underestimated because the diagnostic criteria are not well defined and overlap with those of musculoskeletal pain. 
Pain is highly prevalent in PD and occurs in 30-95% of patients (Beiske et al., 2009; Broen et al., 2012; Valkovic et al., 2015; Buhmann et al., 2017). In a dataset of 198 PD patients (Bonenfant et al., 2016), the prevalence of body pain regardless of distribution and type was 74.2%. In a cross sectional French survey conducted in 278 PD patients experiencing chronic pain, 65% had PD-related pain (Nègre-Pagès et al., 2008). In comparison, chronic pain occurs in 30% (11-55%) of stroke victims (Paolucci et al., 2016). A pharmacoepidemiological approach has also been used to estimate the prevalence of pain in PD patients from the chronic consumption of analgesic drugs collected from a French Health Insurance database (Brefel-Courbon et al., 2009). This study, carried out in more than 11,000 patients with PD, showed that the chronic analgesic prescription was higher in PD patients compared to the general population (33% versus 20%) and was remarkably identical to that of patients with osteoarthritis. Pain assessed through the SF-36 was experienced much more commonly in PD patients (83%) than in controls (30%) (Beiske et al., 2009). In one study, the prevalence (%) of the different pain types was as follows: musculoskeletal (70), central (10), dystonic (40), radicular-neuropathic (20) (Beiske et al., 2009). In another, prevalence figures were: musculoskeletal (41), central (22), dystonic (17), radicular-neuropathic (27), or others (31) (Valkovic et al., 2015). In comparison, neuropathic pain (often radicular in origin) is estimated to affect 7-10% of the general population (Colloca et al., 2017). Nearly 30% of patients reported more than one pain type (Beiske et al., 2009), a proportion found to be 51.5% in our dataset, and as high as 71% in another report (Valkovic et al., 2015). Musculoskeletal pain is common in PD. Patients may experience unexplained, non-traumatic shoulder pain as a presenting feature of the illness, before motor symptoms become apparent in the ipsilateral arm. In retrospective reports, this was the case in 2% (Stamey et al., 2008) and 8% (Riley et al., 1989) of patients diagnosed with PD. Back pain is nearly 3-fold more prevalent in PD affecting 74% of patients, is more intense, and more commonly associated with radicular pain and deficits than in the general population (Broetz et al., 2007), possibly due to changes in posture and muscle tone. Using clinical assessment, others have concluded that only dystonic and central pain types distinguished PD patients from age-matched healthy volunteers (Defazio et al., 2008). Of note, BMS is infrequent in PD according to a dedicated survey on the issue, with a prevalence of nearly 4% comparable to that reported in the general population, and its occurrence does not correlate with PD duration and severity, or levodopa equivalent daily dosing (Bonenfant et al., 2016).
Pain can appear early in the course of PD, even as a pre-motor symptom (before the onset of motor symptoms). Anatomo-clinical study in 433 PD patients showed that 21% of patients had exclusive non-motor symptomatology during the prodromal phase, and pain was the most frequently reported symptom (O’Sullivan et al., 2008). A study based on a Taiwanese cohort follow-up reported that subjects with moderate to severe pain had a higher incidence of developing PD with a hazard ratio of 2.88 (Lin et al., 2013). According to Braak's hypothesis, lesions of Parkinson's disease follow a caudo-rostral progression within the central nervous system. Early documented pathology in the locus coeruleus and nuclei of the raphe, before substantia nigra involvement and clinical onset of motor symptoms, could play a role in the pre-motor occurrence of pain in PD (Hawkes et al., 2010). Another study, based on a questionnaire proposed to newly diagnosed untreated PD patients (N=109) and controls (N=107), found unexplained pain reported by 20% of patients in a time period of 2 to 10 years before the onset of motor symptoms (Pont-Sunyer et al,, 2015). Pain is not only an early symptom and even a pre-motor in PD, but it is also more prevalent with disease progression (Barone et al,, 2009).




Basal ganglia and pain

Unlike components of the medial pain (medial thalamus, anterior cingulate cortex, anterior insula) and lateral pain (lateral thalamus, S1 and S2 somatosensory cortex, posterior insula) systems, basal ganglia functions and disorders have not been traditionally associated with nociceptive inputs processing and central pain. An enriched body of literature published since the 1970’s, and important contributions from Chudler and Dong (1995) and Borsook et al. (2010), have supported the concept that the basal ganglia integrate incoming nociceptive information to contribute to coordinated, graded motor responses in complex, spatially-guided, pain avoidance and nocifensive behaviors. Single neurons in the substantia nigra, neostriatum, and pallidum may selectively respond to nociceptive stimuli, many of them encoding stimulus intensity, but they often display multisensory properties, large bilateral receptive fields, and lack somatotopic arrangement (Chudler and Dong, 1995). For instance, certain caudate neurons discharge early after a cue in a pain avoidance task in rat (White and Rebec, 1993) and macaque (Koyama et al., 2000). Nociceptive signals may reach the basal ganglia through direct or indirect inputs from the sensorimotor cortex, medial and posterior thalamus, parabrachial area, raphe nuclei, superior colliculus, hypothalamus, and amygdala (Chudler and Dong, 1995). Dopamine is a key neurotransmitter in the modulation of pain perception, and rodent experiments showed that dopamine is involved in the descending antinociception mediated in the rostral agranular insular cortex (Burkey et al., 1999).
Lesions of the rat caudate nucleus impaired the behavioral response in a pain avoidance task (Kirkby and Kimble, 1968). Deep pain may arise in humans following focal lenticular infarction, but the integrity of nearby pathways is difficult to ascertain in such cases (Russmann et al., 2003). Opiate receptor-mediated mechanisms could contribute, since evidence for analgesia was documented in rats following intrapallidal morphine injections, particularly in the dorsomedial sector (Anagnostakis et al., 1992). In fact, many opioid receptors are present both in the pain matrix and in the striatum (Borsook et al., 2010). Several behavioral studies have shown that the opioid system in the basal ganglia was involved in nociception (Chudler and Dong, 1995). For example, intranigral injection of a toxin (6-OHDA) destroying the dopaminergic system blocked opioid-induced analgesia (Morgan et al., 1990). Similarly, the systemic administration of dopaminergic antagonists decreased morphine analgesia while the administration of dopaminergic agonists potentiated it (Gupta et al., 1989; Morgan et al., 1991). All these results suggest that dopaminergic deficiency may reduce analgesia induced by the opioid system.
The midbrain dopamine systems clearly contribute to pain-related responses. The SN and VTA send ascending dopaminergic projections to these subcortical targets and various limbic cortical areas (mainly septal area, prefrontal cortex and cingulate gyrus). Nociceptive stimuli increase the activity of mesocortical and mesolimbic neurons, and the local release of dopamine (Mantz et al., 1989; Cenci et al., 1992; Altier and Stewart, 1999). Enhancement of dopamine concentrations in the nucleus accumbens through local infusions of amphetamine provides analgesia in rats (Altier and Stewart, 1999). Extracellular recordings of SN (presumably dopaminergic) neuronal discharges to nociceptive stimuli in anesthetized rats showed intensity-dependent, mixed (inhibitory and excitatory) responses (Gao et al., 1990). In animal models, SN stimulation produced analgesia and inhibition of polysynaptic spinal reflexes (Jurna et al., 1978), as well as inhibition of dorsal horn neurons (Barnes et al., 1979) and thalamic parafascicular neurons (Li et al., 1992) activated by noxious stimuli. In contrast, local dopamine denervation in the SN/VTA or striatum in rats decreased latencies of nociceptive reflexes from the contralateral hindlimb and caused hyperalgesia (Saadé et al., 1997), but changes in ipsilateral limb responses have also been observed (Carey, 1986; Takeda et al., 2005). 

Nigral pathology and parkinsonian pain

In PD, no focal lesions are found along the somatosensory pathways or basal ganglia outside the substantia nigra. Instead, neuronal loss occurs at multiple levels of the nervous system and the ensuing neurochemical deficits produce far-reaching functional alterations (Table 2). The best characterized pathological circuits in PD are the ascending midbrain dopaminergic pathways projecting to the striatum, nucleus accumbens, and cerebral cortex. The A9 (substantia nigra pars compacta) neurons at the origin of the nigrostriatal motor pathway bears the brunt of the disease, but A10 (ventral tegmental area) neurons at the origin of the mesolimbic pathway are not spared. Accordingly, the putamen is most depleted in dopamine synthesis and storage capacity in [18F]fluorodopa PET studies. Other targets, such as the medial nucleus accumbens, dorsolateral prefrontal cortex, and anterior cingulate cortex, may show focal hot spots of increased [18F]dopa utilization in early disease, probably due to compensatory mechanisms to maintain dopamine transmission in a partially denervated circuit (Kumakura et al., 2010). 

Extra-nigral pathology and parkinsonian pain

Together with the parabrachial nuclei, the periaqueductal gray, and the anterior cingulate area, the midline thalamic nuclei constitute the medial pain system, which generates the autonomic, nocifensive, and emotional reactions evoked by painful stimuli. It is underappreciated that intralaminar thalamic nuclei (central lateral, central medial, paracentral, limitans-suprageniculate complex, parafascicular nucleus, paraventricular nuclei, reuniens nucleus) are not only severely affected in PD (Rüb et al., 2002), but they also receive a complex bilateral dopaminergic innervation from midbrain, periaqueductal gray, and hypothalamus cell groups.
Subcortical structures contributing to descending analgesia systems, including the periaqueductal gray, parabrachial area, serotoninergic nuclei of the lower raphe system, magnocellular portions of the reticular formation, and hypothalamus, are involved early in the disease process at stages 2 of Braak pathological classification, before substantia nigra involvement at stages 3-4 (Del Tredici and Braak, 2016). These projections regulate medullary and spinal cord centres, and may propagate a synuclein-immunoreactive axonopathy to the spinal cord at stage 2 that proceeds along a rostrocaudal gradient (Del Tredici and Braak, 2012). Select types of projection neurons in the spinal cord gray matter then display synuclein-immunoreactive inclusions, particularly nociceptive, medium-sized multipolar neurons of the dorsal horn in layer 1, sympathetic and parasympathetic preganglionic neurons in layer 7, and motoneurons in layer 9.
The main cutaneous afferents to the neurons of layer 1 are the unmyelinated and sparsely myelinated A-delta and C fibres that have been found to degenerate in PD, even in early stages (Kanda et al., 1996; Nolano et al., 2008, 2017). Neurodegeneration of the primary afferent nociceptors by the disease process has been hypothesized to play a key role in PD pain (Reichling and Levine, 2011). The concept that cutaneous denervation due to a generalized distal axonopathy as part of the PD pathology is associated with the development of peripheral neuropathic pain deserves further exploration, in order to correlate these nerve changes with other functional and pharmacological considerations.




The concept of abnormal nociceptive input processing as an intrinsic part of PD gained support in the last 10 years owing to the very high prevalence of pain in PD, consistent demonstration of Lewy-type pathology in autonomic and pain system centres, both at supraspinal and spinal levels (Del Tredici and Braak, 2012), and intensified research testing the integrity of nociceptive pathways following stimulation of polymodal C-fibre (heat pain), or Aδ-fibre (CO2 laser, cold water, and electric stimuli) afferents, examined in PD patients experiencing spontaneous pain or in pain-free conditions (Defazio et al., 2013 for review). Protocols have included quantitative sensory testing to measure subjective pain thresholds for different pain modalities, objective spinal cord pain thresholds through nociceptive flexor reflex (NFR) studies, as well as an experimental paradigm of heterotopic noxious conditioning stimulation to assess diffuse noxious inhibitory control (DNIC)-like effects (currently known as conditioned pain modulation). The functional status in cerebral structures part of the medial and lateral pain systems has also been assessed by a few research teams using evoked potentials and cerebral activation patterns with positron emission tomography. Differences in sample size, inclusion criteria, patient populations (disease stage, presence of pain or not), sensory modalities, and statistical analysis, have potentially contributed to produce some conflicting results, but key points may be drawn. No consistent relationship between peripheral nerve involvement and pain has been reported.
Previous experiments conducted in Toulouse repeatedly found reduced cold pain threshold in PD patients with or without pain, relative to matched controls (Brefel-Courbon et al., 2005, 2013). Similarly, reduction in multimodal pain thresholds has been documented in PD off-state, both in pain-free subjects and with pain (Defazio et al., 2013). In addition, spinal nociception with reduced NFR threshold to electrical stimuli was found to be altered in pain-free patients (Gerdelat-Mas et al., 2007) or with pain (Mylius et al., 2009), thereby raising the importance of the spinal level of signal integration. In one study, no alteration of the DNIC system was apparent in 15 PD patients (8 with pain) relative to controls (Mylius et al., 2009). These results strongly argue in favor of a genuine abnormality in nociceptive information processing in PD off-state predisposing to pain, and available evidence suggests either no difference or lower pain thresholds in PD patients with pain relative to pain-free subjects (Defazio et al., 2013). Levodopa normalized cold pain thresholds in PD patients with pain or pain-free (Brefel-Courbon et al., 2005, 2013) (Fig. 1).
Few protocols have used evoked potentials whereby CO2 laser stimulation of the skin Aδ fibres generates a negative N2 potential followed by a positive P2 response at vertex at a latency of approximately 200 and 300 ms, respectively. The origin and significance of these potentials remain uncertain, but available evidence implicates several brain structures involved in nociceptive input processing, such as the cingulate gyrus and insula (Tinazzi et al., 2008). PD patients and normal subjects showed comparable N2 and P2 latencies, whereas the N2/P2 peak-to-peak amplitude was significantly lower in PD patients (regardless of the clinically affected body side) than in controls. This has been interpreted as reflecting reduced inhibitory control. However, increased amplitude in PD patients with central pain has also been reported (Schestatsky et al., 2007). Methodological considerations and paucity of data do not allow drawing conclusive statements about the usefulness of scalp CO2 laser-evoked potentials in PD. Since levodopa administration yielded no change in N2/P2 amplitude as compared to the off state (Tinazzi et al., 2008), this may argue in favor of a preferential modulation of the spinal component of central nociceptive processing by amines.
Functional brain imaging with PET scanning is another sophisticated tool to address physiopathological mechanisms of abnormal pain perception in PD. In Toulouse, pain-induced activation profiles in cerebral structures have been examined following administration of H215O-PET to measure regional cerebral blood flow. Pain-free PD subjects OFF-levodopa showed overactivation in ipsilateral prefrontal cortex, ipsilateral insula, and contralateral anterior cingulate in comparison with normal subjects (Brefel-Courbon et al., 2005). Thus, both sensory discriminative processing of pain (insula/SII) as well as affective motivational processing of pain (anterior cingulate cortex, prefrontal cortex) are abnormal in PD. Interestingly, levodopa normalized the activation profiles. Subsequent work revealed distinct activation profiles in subjects with central pain relative to pain-free subjects, with overactivation of the medial pain system (emotional affective) in the former group, and preferential activation of the lateral pain system (sensory discriminative) in the latter group (Brefel-Courbon et al., 2013) (Fig. 2). Levodopa improved the pain activation profiles in both systems. Since administration of the short-acting D1/D2 dopamine agonist apomorphine showed no effect on pain processing in PD nor any effect on pain threshold, other transmitters such as noradrenalin or serotonin could be implicated (Dellapina et al., 2011).
Another method of analysis addresses the correlates of chronic pain associated with PD using a functional magnetic resonance imaging-based approach to examine regional changes in spontaneous activity and the resting state signal coherence within the pain map regions of interest (Polli et al., 2016). Patients with or without pain were tested in the medicated “ON” state and compared to age-matched controls. Interestingly, decreased activity in the left orbitofrontal cortex was seen specifically in PD patients with pain, along with greater activity in the cerebellum and right inferior temporal areas. The pain group also showed a disconnected pattern of resting-state activity between the right nucleus accumbens and left hippocampus. Thus, accumulating brain imaging evidence supports the existence of morphological and dysfunctional regional changes in several cortical areas that could contribute to the development of chronic pain in PD, in addition to brainstem and spinal cord mechanisms.





Surveys on PD pain have suggested that it is a neglected and under-treated issue (Lee et al., 2006; Kim et al., 2013), with one-half of subjects receiving no treatment (Beiske et al., 2009). Individual preference for non-pharmacological approaches, reluctance to increase the pill burden, fear of drug interactions, absence of disabling pain in many, and poor tolerability or response to analgesics, may hide behind such statistics. Efforts in diagnostic accuracy to distinguish nociceptive (musculoskeletal, dystonic) from neuropathic pain, and awareness of the taxonomy of PD pain and of central pain as a separate entity, should improve the pharmacological treatment of pain.




These approaches include deep brain stimulation, rehabilitation, and alternative medicine (Geroin et al., 2016). Severe dopamine denervation has a profound impact on subthalamo-pallidothalamic connections and motor control, which is normalized following deep brain stimulation (DBS) of the subthalamic nucleus in PD. This strategy has been convincingly shown to improve the pain experience in PD patients (Kim et al., 2008), reducing both the sensory and affective components of pain associated with the lateral and medial pain systems, respectively (Pellaprat et al., 2014), Interestingly, the level of pain alleviation did not correlate with improvement in motor score, mood, or changes in dopaminergic replacement therapy (Pellaprat et al., 2014), but was associated with raised pain thresholds in those DBS patients with pain (Dellapina et al., 2012). Functional cerebral imaging showed that deep brain stimulation of subthalamic nuclei could exert a direct effect by modulating the discriminatory lateral system in PD patients with pain (Dellapina et al., 2012). All pain types seem to benefit, dystonic pain in particular, and disability from low back pain is improved (Smith et al., 2015). Of note, unilateral pallidotomy also yielded lasting bilateral benefit on nociceptive (dyskinetic, dystonic, musculoskeletal) pain, beyond its effect on muscle rigidity (Honey et al., 1999). Pallidal DBS is also effective (Loher et al., 2002). These results suggest that changes in inhibitory outflow of the basal ganglia may modulate non-motor symptoms such as pain.
The contribution of spinal cord pathways to pain was raised from the experience of one PD patient with fluctuating severe leg pain in whom spinal anesthesia, but neither sympathetic nerve block nor epidural block, abolished the pain (Sage et al., 1990). Modulation of descending analgesia systems has been posited to explain the antinociceptive effect afforded by STN DBS (Gee et al., 2016). Spinal cord stimulation at low thoracic level has also improved lower limbs pain in one PD patient (Fénelon et al., 2012). The procedure appears safe in individual patients with refractory pain.
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	related to PD	due to rigidity, cramps, shoulder disturbances, spinal or hand/foot deformitynon-radicular back pain
		dystonic pain (OFF-period, early morning dystonia, beginning-of-dose, peak-dose, end-of-dose dystonia)
	not related to PD	due to rheumatic disease or trauma

Neuropathic	Peripheral	radicularfocal or peripheral neuropathy
	Central	emergence of pain before PD diagnosisotherwise unexplained pain often worse in the most parkinsonian limbsrare, unexplained oral, abdominal or genital pain non-dystonic feature of daily motor fluctuations

Miscellaneous	Akathisia	OFF-perioddrug-induced









Cortex	dorsolateral prefrontal cortexorbitofrontal cortexinsula	5-6	impairment in descending pain modulatory systemimpaired emotional evaluation of painful stimuliabnormal sensory discriminative processing of pain
Medial temporal lobe	amygdala	4	impaired emotional evaluation of painful stimuli (with orbitofrontal cortex)
Diencephalon	intralaminar thalamic nuclei	4	dopaminergic afferents (from midbrain, PAG, hypothalamus)modulate nociceptive response;connections with rostral anterior cingulate cortex involved in processing and suppression of affective dimension of pain
	hypothalamus	3-4	projections to anterior thalamus and cingulate cortex, reticular formation, spinal cord, anddense orexinergic projection to ventral tegmental area mediating antinociception
Brainstem	substantia nigra pars compactaventral tegmental area	3-4	ascending dopaminergic projections to medial nucleus accumbens, dorsolateral prefrontal cortex, anterior cingulate cortex;descending antinociception to spinal dorsal horn
	PAGparabrachial area serotoninergic nuclei of the lower raphe systemmagnocellular portions of the reticular formation	2	impairment in descending pain modulatory system regulating medullary and spinal nociceptive inputs
Spinal cord	nociceptive neurons of the dorsal horn (layer 1)sympathetic and parasympathetic preganglionic neurons (layer 7)	2	alteration (facilitation) in nociceptive input processing





Figure 1 : Assessment of cold pain threshold in OFF and ON conditions in PD patients and controls




















































Figure 2 : Cold pain-induced activation corresponding to regional cerebral blood flow increases, in PD patients with (green color) or without (red color) neuropathic pain during OFF condition. N=9 per group (Brefel-Courbon et al., 2013).



